Leukotriene-induced contraction and thromboxane production in guinea-pig lung parenchymal strips.
Addition of leukotrienes (LTs)C4 and D4 to guinea-pig isolated lung parenchymal strips stimulated the production of thromboxane A2(TxA2) and prostacyclin (PGI2) as determined by radioimmunoassay of their respective degradation products, thromboxane B2(TxB2) and 6-keto-prostaglandin F1 alpha (6-keto PGF1 alpha) in the bathing medium. However, contraction of the lung strips in response to LTD4 preceded the increases in the levels of these products in the organ bath. Pretreatment of the lung strips with aspirin, indomethacin or BW 755C abolished the formation of TxA2 and PGI2 but had no significant effect (10-25% inhibition) on LT-induced contraction. By contrast, a similar concentration of indomethacin significantly inhibited LTD4-induced contractions when the agonist was administered as a bolus to superfused lung strips. It is concluded that the production of metabolites of arachidonic acid in response to the leukotrienes is not a major mechanism mediating their contractile action in peripheral lung tissues at equilibrium, but its contribution to the contractile response may vary with experimental technique.